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1 . This international j^eliminary examination report has been prepared by this International Preliminary 
Examining Authority and is transmitted to the applicant according to Article 36. 

2. This REPORT consists of a total of sheets, including this cover sheet. 

I | This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings 
which have been amended and are the basis for this report and/or sheets containing rectifications made 
before this Authority (see Rule 70. 16 and Section 607 of the Adniinistrative Instructions under the PCT). 

These annexes consist of a total of sheets. 
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I. Basis of the report 



1 . With regard to the elements of the international application:* 
the international application as originally filed, 
the description: 

pages 1-111 as originally filed 

pages NONE , riled widi the demand 

pages NONE , filed with the letter of 

^ the claims: 

pages 112 and 113 t as originally riled 

pages NONE , as amended (together with any statement) under Article 19 

pages NONE , filed with the demand 

pages NONE , filed with the letter of . 

the drawings: 

pages None l as originally filed 

pages NONE , filed with the demand 

pages NONE , filed with the letter of 

the sequence listing part of the description: 

pages 1-35 L as originally filed 

pages NONE , filed with the demand 

pages NONE , riled with the letter of . 



7 With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to ttiis Authority in the following language which is: 

[~| the language of a translation furnished for die purposes of international search (under Rule23.1(b)). 
| | the language of publication of the international application (under Rule 48.3(b)). 

□ the language of the translation furnished for the purposes of international preliminary exainination(under Rules 
55.2 and/or 55.3). 

3 With regard to any nucleotide and/or amino acid sequence disclosed m me mternational apphcation, the 
international preliminary examination was carried out on the basis of the sequence listing: 

contained in the international application in printed form. 
[X] filed together with the international application in computer readable form. 
| | furnished subsequently to this Authority in written form. 
| | furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond die disclosure in the 
international application as tiled has been furnished. 

□ The statement fliat the information recorded in computer readable form is identical to the written sequence listing 
has been furnished. 

4. | | The amendments have resulted in the cancellation of 

[ | the description, pages NONE 

j | the claims, Nos. NONE 

| | the drawings, sheets/fig NONE 
5 □ This report has been established as if (some of) the amendments had not been made, since they have been considered to go 

beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 
* Replacement sheets which have been furnished to the receiving Office in response to an invitation ^ r ^^ 4 ^f^fJ° m 
t^reVo^oH&naVLy filed- and are not annexed to this report since they do not contain amendments (Rules 70.16 and 70 J7). 
**Zrep7ace^ sheet containing such amendments mm be referred to under item I cuvi ajinexed to tins report. 
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V. Reasoned statement under Rule 66.2(a)(0) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement . — . 



1. STATEMENT 

Novelty (N) 



Claims 5-9. 15-20 



Claims 1-4. 10-14 



_YES 
NO 



Inventive Step (IS) 
Industrial Applicability (IA) 



Claims 15-20 



Claims M4 



_YES 
NO 



Claims 1-21 



Claims NONE 



_YES 
NO 



treatment using IRAK-1 targeted antisense compounds in methods of treating disease. 

Claims 1-20 meet the criteria set out in PCT Article 33(4). and thus possess industrial applicability because the subject matter 
claimed can be made or used in industry. 



Please See Continuation Sheet. 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



PCT/US03/ 18003^^ 



Supplemental Box . 

(To be used when the space in any of the preceding boxes is not sufficient) 



V. 2. Citations and Explanations: 

Claims 1-4 and 10-14 lack novelty under PCT Article 33(2) as being anticipated by Guo et al. 

^ve^ntf the i^SLs is drawn to modified antisense compounds 8 to 80 nucleobases long that hybridize with and inhibit 
IL-1 Receptor Associated Kinase-1 (IRAK-1), and methods of using same. ....... lxAtU sinH i„ W hit IL 1 Receotor 

Guo et al teaches modified antisense compounds 8 to 80 nucleobases long that hybridize with and inhibit iL- 1 Receptor 
Associated Kinase- 1 (IRAK- 1 ). and methods of using same. See Materials and Methods of Guo. 

Claims 1-14 lack an inventive step under PCT Article 33(3) as being obvious over the prior art as applied in the immediately 

nrecedine DaraELraDh and further in view of Baracchini et al. and Taylor et al. 

precede WP ^ ^ . g ^ ^ compounds ^ IRAK-1 or 

intemucleoside. nucleobase. and 2" modifications, chimeras, or compositions comprising said compounds and pharmaceutical* 
acceptable^* toereof^ ^ ^ ^ ^ ^ ^ ^ nuc]ef)W , lmd 

2' modify .and ch^ras^ digonudeotides 7 . 30 nucleotides long can be synthesized u> inhibit the egression ofany 

mnf « n nmvirfed TcDNA seauence is known Taylor et al. also indicate that making and using such ohgos are available to those of 
^S^SSZ^ ^^J^ chemicaUy modify the such '^T^SSSSSSSSA 
alsol^ch that with software analysis and high affinity oligos. one needs to screen only 3-6 ohgos to find one that inhibits its target 

66-95% (P^ 65 )^ oligonucleotides can be used for research purposes, and also teach that preferred 

antisense £5rtUta are modified in their sugar, backbone linkage and nucleobase composition (col. 6) Baracchini teaches tot 
SZSSSS desirable in antisense oligos because these modifications have desirable properties such « enhan^d 
uptake enhanced affinity for nucleic acid targets and increased stability in the presence of nucleases. Barmxhini cl J 
emttoerTof such modifications at columns 6-8 and in Example 1 . These specific examples taught by Bamcchmi at^ M to 
nrweXdaimedphosphorothioate linkages. r-O-methoxyethyl sugars. 5-methylcytosine and chimeric oligonudeottdes^ Tables 1 4 
£owto deTign and use of modified ougonucleotides in cells in culture. Table 1 exemplifies to «c«*J pr-tice of 

^neral antisense design taught at columns 8- 10. Column 4 teaches various carriers for antisense delivery. Baracchini et al. also 
S£ StiE Sense oligonucleotides are preferably 8 to 30 nucleotides and tot it is more preferable «^<*~ d 

So^cTeotidesThat are 12 to 25 nucleotides in length. Baracchini is considered to comprise a detailed blueprint for how to make and 

use inhibitory antisense oligos to target any known gene. ,^ _ - _,„, „, „ „ m ,, hl k v Tavlor 

It would have been obvious to one of ordinary skill in the art to modify the anusense sequence or Guo to as taught by I ayior 
and eJttoS- 1 expression for inhibition of IRAK- . expression, and further, it wcxild have been ohvous to one of ordinary 
skill in the art to incorporate modifications as taught by Baracchini et a!, a into said antisense compounds. 

Ore would have been motivated to create such compounds because Guo et al. expressly teach anusense compounds that 
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target and hybridize to IRAK-1. One would have been motivated to modify said antisense compounds as taught by Baracchini et al. a 
because they teach that such modifications increase an antisense compound's cellular uptake, target affinity and resistance to 

degmdanon. ^ & reasonable eX peclation of success given that Taylor teaches that with software analysis and high 

affinity oligos, one needs to screen only 3-6 oligos to find one that inhibits its target 66-95%, and since Baracchinij/ al. and Bennett 

et al. both teach making modified antisense compounds targeted to distinct regions of a target gene, the steps of which are routine to 

one of ordinary skill in the art. . . r 

Thus in the absence of evidence to the contrary, the invention as a whole would have been prima facie obvious to one ol 

ordinary skill in the art at the time the invention was made. 



NEW CITATIONS 

US 5,801,154 A (BARACCHINI etal.) 01 September 1998 (01.09.1998), entire document. 

TAYLOR et al. Antisense oligonucleotides: a systematic high-throughput approach to target validation and gene 
detemiination. Drug Disc. Today, 1999, Vol. 4, No. 12, pages 562-567, entire document. 
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